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[5£W<0%tfo] 4, 4- v yjU^-u -l, 2, 3, 4-t- h7t Kn-5H-l-^> V7 

[ft^l] 5$ (I) r^$a*4,4-v7;v^-n-i,2,3,4-x h 51; Kn-5H-1 



B- 




(I) 



[5*+0|B-^»4JaT«>*l**^-t-o 
R 2 : CF3, 5gL< liAny> 0 

-X-: 

(1) art'lMS*, b^Zt^t^^j|^ -CH=CH-, -CH=N-, -N=OK -N=N-, 

(2) a^Zlfife^ b«^t$,S^ -N-o 

y: 
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(1) am^^Il^^t^l^, CH, =£L<*±nT 

(2) a^Zife^ bri f JM&<&-C£>;&»^ So 

-A- : -o-, -s-, -NH-, £L < tt-N(®jgtr/u*;w)- 0 

W**2] Rl#5t (I I) % %L<li& (I I I) -C^$*l**-C**»* 
[ft 2] 

R 11 (id R 13 (iii) 

Zl.'JMS^ &MT**U>, ?L(IJ«rJ^l/>-C(=0)- o 

Rll:-0H, -0-fi^7;v^r;K -C0 2 H, -C0 2 -®^T^^;K Stf 1 o£L < t± 2 

Rl2; 

(1) Zl^«!f£\ X»±fijRT^^rl/>*^i-JSi^ 

-H, -OH, -O-{I;0t;i^;k -C0 2 H. -C0 2 -®|&t;i^;k iofL<ii2oofi 

(2) Zl3&MftjRT^*V>-C(-0)-t^-t»^., 

5* (I I I) > &L<ttt (I V) T?^£*US>&o 
[ft 3] 



.14 



R 13 (HI) R 11 (IV) 
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12 0 0 3-1 2 3 0 3 2 -^-y 

t7</i 0 ] 
[0001] 

"7^*0-1, 2, 3, 4-x f7t Kn-5H-l-^VT-t£k? ^ifS^Xfi-g-^ik&tfM 
[0 0 0 2] 

7^->Ay/Vy> (AVP) tt, «*T»-TS#*HTfe^ja: • 5«£ 
[0 0 0 3] 
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»»*Off>t?<>*<>mi?T**O* f ^h^n-AP450 (CYP) -e^^o CYPKJi^ 
[0 0 0 4] 

Lrti, — «3S (a) . (b) xttHHss (o xm%*LZ>m.mt&m 
#tohfix\*& mw&Mi. #^«2, #^«3) o 



[0 0 0 5] 



[ft 4] 
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[ft 5] 



o 




(D) 

[0 0 0 6] 

6) , (F) Xtt-«5*; (G) ^$ti^>^rnl^| (# 

BfcfclR7, #^«8, *WvJtlK9) **V2S»fraiRWf^»llli:LT5Be>*LTV^ 

Wk6] 



[0 0 0 7] 

AVP$«fl:Xtt*#^h^vS^=»i-&J|«:ftM**-t-*, 4,4- v 
7^0-1,2,3,4-7 f7tFn -5H-l-^< > v'T -tr tf ^SM!Mfr&**q £> *LT v> £ ^ 

(mRi o, t^Mi l, 2) o 

[0 0 0 8] 

EMMfcttKl] B*rt*M&¥&9g|£, 54, 676-691, 1978. 
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(F) 



(G) 
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[&WF%ffii l^^m^mm99/06409^-^y y V -y Y 

mn^Cm 2 ] B^g3^99/06403-^/N- > 7 V y h 
imWJzffil 3 ] H^<ZrPg0OO/46224-^/N* >7Uv V 
i^n-Xm 4 ] ffl^R^Ol/49682-^/t > 7 V y h 
[#^151 SH^^m97/22591^N->-7 1x-y h 

6 ] B ^S#^^2926335^# 
[#l«tIK7] B^S#^3215910^^ 

8 ] B ^S#^tiiM^^#^¥ll-349570^-<ZrfR 
mWXm. 9 ] B ^B#^aim^^#ra2000-351768-^<2r# 
[t^Ml 0] 3^18^95/06035^^ > 7 W h 
[&W$M 1 1 ] B^r^H98/39325^^> 7V^> 

MWAttl 2] B^SI#i^ffiM<2rM#P^¥9-221475-t<2r^ 
[0 0 0 9] 

[0 0 10] 

mm * ffiik-t &tztb<D^m 

;v^-n-i,2,3,4-T- h7t Kn-5H-l-^>VT4f £>»*ffeFfc:ltfc«»**;fir 

A4^0 f CYP2C9^t-^,|5E#^^ A e >Tfi ;^C ^Mffi L£ 0 
[0 0 11] 

TIE— (I) T^£*i&, lfl^4, 4-^7 JVt n-i, 2, 3, 4-f hyt Kn-5H 
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R 1 : m&Ziix^T i> X^r^ ; Q 
R 2 :CF 3 , %L<ii^uy> 0 

-x- : 

(1) h^-m.m^X^^^, -CH=OK -CH=N-. -N=CH-, -N=N-, 
3gL<fi-S- 0 

(2) a^ZlX^^ b^^-e*^J#^ -N- 0 

y: 

(1) a^tt^, b^-m^T^^%^ CH, £L<fiN 0 

(2) a^-S^, b#JMfrfr-C*a*fr, So 

-A- : -(K -S-, -NH-, £L < li-N(fitr;^;v)- 0 
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[0 0 12] 

« m^St/l v -7 )V * u m £>£1- & & mt3M?£ji±o#lfc * m L r 

[0 0 13] 

Z-tLb<Dik&®<D*>%^ L<«Rl^ (II) , gL<|i^ (III) -c 
7F£ft&&-C&£±fa-®5£ (I) «f**4,4-^7^*n-i,2,3.4 
-T- byt Kn-5H-l-^^v'T-fe*li 0 >il^#X^'eo»^^^#$tL^^-e 

[Its] 



R 11 (ID R 13 (III) 



Z* &MT)l<*U>, £L <fcM£»T/Mr l^-CC-O)-., 

Rlll-OH, -C0 2 H, -C02-tt7;^;v, Mlo^L<li2 

Ri2: 

-H, -OH, -0-f^r;^;K -C0 2 H, -Ofc-fiiRT/Hr/K 1o^L<|±2oo<5: 

(2) zirtH&a r ;i/ ^ > >-c (=0) - £ ^i-^-a-, 

A(III),lfL<li* (IV) X~mZtiZ>&o 
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[it 9] 



m 





( I V) 



Ri3 % Ri4 : igfstM^t-#t^ot, m&ztix^xkx^w^mm. 

[0 0 14] 

*im*>k mmr)is*)v] tit, c 1 _ 6 <DmkxtefrteVi<D%zmm<7)im& 

L<li^y;K Xfi-fy^n^K tert-7*^>M£<7>.l *L<b(a#jt#l1£#:-tr& 

£Wi-&Mfgil0 1«£^RfcU fcf-;K 7V;K l-7f 

OZtlb<Dffim.m j &fcX$>t), 1ftiL<lZTV ;K 2-^^^-l-7 P n^>-3-^;v 
ffi«7;^-;H tit, C 2 _6^itilX«^^<7)^^ < i: & i o(0Ei^ 
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m # 

;K f77'J;v, e?W/K en 

fc?^i;>^;K 7-tft?~;K 

, enijy-^ ^ijy-;v, 74?fc?->K ^;W*.r.;K T**:)V*=.)\,^ \£ 
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I I) Xtf (I I I) X'Tjk £ fth&Zmfh £ <h tfx § a o 
m^tLTV^T^ iv^^#^^n^J ;^mcRl3, R 14 tci3lt ^ rs&£*i.T 

i> ^w^mmmkT ^ ; m ; iz^xw^ti^mm&tLxa, 

(a) 7bm (h) ^^^n^,^^f?>tL^, 0 R Z {i> _ 0H> -0-fit 7 ; V 

i&B.Tfr^jisXW&ZtiX^xkX^jjjvs^jji,, T';-;k ^fiAfof 

(a) ^oy^ ; 

(b) -OH, -0-RZ, -0-7'J-;K -0C0-RZ. (=o) ; 

(c) -sh, -s-rz, -s-7'j-;k -so-rz, _so-7';-;k -so 2 -rz. -so 2 -t>; 
i^X(i2ooRZ-cMm$tLTv>r^ T^e-f ;v ; 

(d) loX^2ooRZT'«^^tLTV^T^> iv^T^y, -NHCO-RZ. -NHC0-T V - 
>K -NHS0 2 -R z > -NHS0 2 -7';-;K - ho ; 

(e) -CH0, -C0-RZ N -C0 2 H, -C0 2 -R z , l^Xi±2-o<OR^xmm^itX^X i> X ^ 

(f) -OH, -0-M£T;i^;k loX{i2oofi:aT^^;i,-esm$ttrv>T^ J; 

(g) -OH, -0-«T;v*;k loXf^oo^T^^^-ea^^tLTv^T^ J; 
V-;K ^#^xn^ ^n^^u^Z^^^^^j;!;,^^^^^^^ 

(h) ±|B ( a ) (g) ^$tL^)g^*J; J9^$tL^,lom_h^-^-e 
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tfz, Biz&tfZ rfi&$*LTVvr& J:v>i6&T^*;H r«&£*LTv>T& 

tizm&mtLXli, ±M<D (a) #S (g) K^£*L*g^tf htiZo 
[0 0 15] 

v^-^m, vn>i, a^^n, 77*i, y> 

.x*->|,T5>, ■x*y-/l/T3 5', t^-f>f Otitic 

-t&o *&mt'Mfoizu, &fc\*az&\,>T4xm2tirMm— w&t en & 

Hr$*i& 0 *|WorDK97^^nifcLm Prog. Med., 5; 2157- 
2161, 1985. fcfBH$*lTV>&36-*\ flSJI|#j£l990^PJ [WMm^m&l 
^I£ftl63-198^- yCfat? tlT^ZM&mf h tl& 0 
[0 0 16] 



mmm 
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m # 

. -etL^^iit LT{i0iJ£{f^i;'-> (Greene) (Wilts) * % T 

Protective Groups in Organic Synthesis (third edition) J KUm<D$m& 

[0 0 17] 

Ifki o] 



Lv 



(a) (c) 



D 1 A 

B_A %X 

(d) 



C0 2 H 



R 2 



«Wfctt^ f^f (a) <?)If *Lv^^ (b) tit ft«(c)tWU 

&s i: Tjn*««-t * £ t i ^ (d) * o 

[0 0 18] 

(*-Ig) 
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^« ; ff7tKD77> (THF) , v**^>^Oi--r 

*3NS;N,N-^f^A7 5 K (DMF) ; y^f^7-t fT^ K (DMA) ; N- 
**-*fcfni; K> ; ->V^*;u*^>K (DMSO) ; »«xf^ (EtOAc) ^<7) 
•Mx** ; T* h - h i; **^fc*®tt*fcik Xfi^ ^ y (MeOH) , 

(EtOH) , 2-yu^y~)V (iPrOH) ^OT^a-zHBrK ( a 
) fcft** (b) fc***>i/7!FS-#*«fHMjv*, ^aU5MJD«i««TUfTd 

v-f y/n fc?;i/a^,i, T 5 ^ N-^^*^*V kf'J 4-(N,N-v^ 
[0 0 19] 

RlBtt, fb*» (c) ^L, #*SUfefb***. jc-^>Hj|, ^n^^fblt 
fb*£*U 7^3-^«fi, DMF, DMA, DMSO, \£W>, 

H;-7A, *flMb*V*A, JW**i;*a, ^tb'J«7A, JWHr**A*a 
[0 0 2 0] 
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(1c) (!)XI*(1e) 



*mn±* JilB*M#<0«^T?«bft LfcffrSHKd) Sr^k^»(la) t^LT-fk 
*W(lb)*«j6U Mc##-**SC:£fc«l: Hbl§-tKlc)£I!BiU fb^(ld)£ 

5yigi<iix;v77- ^o^aafc-c* * 4bi=r^ (ie) * Mrt & & 

o 

[0 0 2 1] 
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KJBZ-&&m&m±. = K (DCC) , l,l'-#;v**~ 

>Hf *-lH-^ 5 (CDI) % y'7x-m*')^7y'K (DPPA) , y'x 

y ^y7- K^i-xf;v-3_(3_^^ f;V , 7 tf;V) # >l/# -y>f 

3 KJUfctt (WSCD) ftif©lt^*«ffl-t-*03WEKl-C**o 

£#*Jfe*fcfc**, i—jr/HR, x^f;^ 7-feh^hy/K dmf^DMS 

*-/l/T-y^ t?Vv*>, 4-(N,N-y^;V75/)k'ijy'>, fcfay^ ;V^v 

[0 0 2 2] 
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r • • 

[0 0 2 3^T 
[0 0 2 4] 

o 

[0 0 2 5] 

<m-m&> 
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(20 ( I ) 



) 
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f • 

£«2c) £ L < 14 (2d) ti^L T-fk^t? (2e) £ £SBt U iPTK^Si" & d t K X «9 

[0 0 2 6] 

(•-IS) 

[0 0 2 7] 

(•"IS) 

7^iS L< (±7;V7 7-;l/iO§Iit Ittt, fliri£<7> TProtec 
tive Groups in Organic Synthesis (third edition) J KtZWL(DUW&^:^f 
Z> £ t § & o Kj&{4> TProtective Groups in Organic Synthesis (third 
edition) J Kttm<OJ5&Km£Xff J )Z.bib*"e£2>o 

[0 0 2 8] 

(•HI® 

<b^-%(2c)Ci3tt^M*Lvi: LTfi, Wil^nn, 3- >\ 

^^;v*-;i/t^y, p-b;i'^r.>^;v^^;v^-Jrv N h 1; v;i/^-n^ ^ >*;i/* 

/ fk^(2c)S:Mv^ J RJS*±, ji^OT^Mk^/S&fflv^ £ 
L<li7-bh-f'J;K DMF\ DMS0. .x—f ^Hi^a&CTfctt&^cK 4k 

^fi^^MMTFK, &ift:fry*A. ^Stb'J'JA, ^m-t->->A x Tfcm-fk 
tb'^A, 7^ k ay* a ^ott*o^5qfi£T k^t dzt tf-c £ & o 

/ fk^(2d)*ffiv^^;/S{i > -x—f/HR,, DMF> N-^ f-^fcfn y K>^0*^ 
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• • 

^^•>iy7m^4T> *®SJE&^T*CTfT-5Clt^-e§* (Synthe 
sis, 1981, pp.1) o 
[0 0 2 9] 

[0 0 3 0] 

[0 0 3 1] 

— «fttj:i?#f,*Lit^:5&w<fc'fr«*»e>. ^<7)7;v^ml TvMb. ems: 

* £ t J: «9 ii^i^o JWWfcWU * * n uft&frett 

^ffc#IS^ H4J&J 1990-1992^) fcSBftO^ftfcjifflLT 

[0 0 3 2] 

assfcitu soffit LTm«-»«i$*L& 0 • jne. 
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[0 0 3 3] 

^WMCio'i, IflL^aiH^VIIIH^S^von WillebrandS^ffif^ffi 
**U **ftttJliLra£*Jrc*»K g^^ttffijfiL, Jflufc*. vonWillebra 

[0 0 3 4] 

* fc, ^W^^(i^%ft^#CYP3A4^^CYP2C9^^i-^ga^ffl^ie> 
T/.N3v»fc«>, CYP3A45gL< «CTP2(»*^UTft»$^*ttO»l»^oai*ffl2 

-7xyt^ 7An^>, -tf^fc:^^ $ 

(U&V&m, 48(6), 1427-1431, 1999.) 0 
[0 0 3 5] 

( 1 ) V2$»»IS^Wfc 

mW.b<Djj& (British Journal of Pharmacology, Vol 125, p. 1463-1470, 1 

998) izmcx, ^ hv 2 mm.cmmmmm^mmLtzo mm*2 MS ^m-r^ 

;r;^i,y> (jft T% j^- rPffl-^y^^^J fcv^ 0 ) (0.5 nM, 
Specific activity = 75 Ci / mmol) XtfPUfttofrfc (10-10-10-5 M) 
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#12 0 0 3- 1 2 3 0 3 2 ^->>* 

m # 

, 10mMMgCl 2 > am *y->JkmT)l'-7$> (BSA) £^rr*50 mMh U^-ia^ 
(pH=7.4) ^4250 /u\*T60frm, 25 W^^-y 3 >L/: 0 
^ -fc ;w % - ^ x * - £ ffl v > xmmm m t V -t V v > £ £##^M [3 H 

V- h > >^ ~> 3 > # ^ ^ ^ ^ u §#^:^m[3h]-/s- v y Ix v >fi 
* h yfijy> Y ^ffi^ti^U IS#^£^U O^aiL^o 
(o/ o) =ioo- (Ci-Bi) / (Co-Bi) X 1 0 0 

Bi:mmm:<D^v7ui/> (10"6 M) £[3h]-^V^v>£^;£lt£## 

^iB^i^M^soxt^^^^^^^ (K5Qm 
mmim ok) = ic 50 / a+uj/Kd) 

[L] : [3h] yy-u^xomm 

v 2 g^^-r^j^ft]^ 





Ki(nM) 


mmmi 


57 


mmmi4 


18 



[0 0 3 6] 

(2) mmi&m. 
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Ki±%mmz*>&9ho.z mg/k g , mwmnm 9ofb<^Bo.3 mgAg^-e-tt-p 
owfcLfefcsowtaawwtLrjKijLfco Mica. 

[^2] 





















1.3 


6.2 


I£b 


mmm9 


0 1 


5.3 




mm 


64.0 


80.0 



[0 0 3 7] 

(3) m&m&sk (mn^) 

«D«#U 1534fcemr*30 ml/kg*3ftMgntt#L£ (**») 0 **ffi4 

mt&mvmm (ed 50 ) *mv^ 0 *»Hft^tt»*rt#^©** 

[0 0 3 8] 

(4) ^J>?n-AP450 (3A4) 

Crespi£><^& (Analytical Biochemistry, 248, 188-190, 1997) izmCT 
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#02003-123032 ^-v : & 

f-;v)^-r>;> (ft-s m) N nmt^ (4.9X10-8-^0-5 m) &xtmm 

(5X10-9 M) 8.2 ^MNADP+, 0.41 mM -7 jl- K 0.41 

mM MgCl2i3<t ^0.4 Units/ml ^3-7-6-tX7x-f 7^ Kn^--t££ 
£-tf200 mMV (pH=7.4) <7>|&4200 M l*X\ 30^H37t:tM 

^^^-l,3-7 p n/^>v^--;i, 7 )c^^j,Dx.T^^#jh$-e. f^T'l/- h «; 
-^-T^t^^ ; 409nnk Se^ft ; 530nm) fcflfflSeLfco 

^su^jtmu ia#^5o%t^^,M^b^t/ajg (1C50) 
mmm (%) =ioo-(c 1 -b 1 )/(c 0 -bi)xioo 

Bi: r9>^->jt^os*aijK 

[0 0 3 9] 

(5) ^b^n-AP450 (2C9) e&3fcffl#flsffl 

Crespi^O^ft (Analytical Biochemistry, 248, 188-190, 1997) tC^CT 

96>>^;uyu- h Zm^X, mnt LX7-* h*v-4-( h 7^*n^^) 
(7.5X10-5 M) , ttMkit&to (4.9X10-8-5X10-5 M) &£zmm (1 
0-8 M) 8.2 NADP+, 0.41 mM ^n-^-6-*X7x- K 0.41 mM MgC 
l2&£XfOA Units/ml 7jc — Y T^VuYi — -fcf£"^-if200 

mMv ymmmm. (ph=7.4) ommrn M i^x\ 45^37 °cxj >*^s<-i/ 

3>t7t 0 -£<D^ T± h »;;V80%^0.5 M 2-7^ /-2-fc Kn^y>f;i/ 

xmtffim ; 409 nm, jgftj&g ; 530 nm) *«05£Lfc o ffi*Hp*±gB 

(4) fcmCsfcfcJ: Dtfffiu B**j^fc**M^*ftftK (IC 50 ) 
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its®} 


ICso (nM) 


CYP3A4 


CYP2C9 ! 


MMM3 


>50 


>50 


i mmm9 


13 


11 



^3 9 fc, ^0Jfb^{i^^ft^^CYP3A4S.O f CYP2C9tc^bTm 

[0 0 4 0] 

*%w<Dmmi±, hw (i) T^$tL^,^H^b^^m^±^, 
**»*u m m*5W, 3§?«u % b«»***l-cvvc* 



miiE#2 004-3047306 
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# • 

ti&o &*&<omm%L mmmtLxi^ muz-fuyzvyy 

* *Sfl3k %itM, $frffc&k f-^<oio^^K «;Llf*vu*$ 

*xi±mn(omtmi&mizmMLTtem-t&z ti>x&z 0 

M^mn&5-<D®^ lBOi£4ii±. fcM&fz *)%)0. 0001-50 mg/kg, if 4 
L < i±&0. 001-10 mgAg>6 ? ai^T\ £ £ £ L < (±0.01-1 mg/kg^^T*& 
i9> in«rl@T**v^427!fS4EItc^»fC«:^&o 3 *i 1 

BO3£#*fi#S£fcl3ifo0.0001-l mgAg^ L < JiftO. 0001-0. 1 mg/kgtf* 

ja^-e, iHini75M«S[iHi^^tT«:#-f *o «#*i**e#u 

[0 0 4 1] 

MM] 

m^mtLxmw-f&o 

[0 0 4 2] 

##M1 

60%7K^<bf- h V ?A*fi#ifc#S.2 g&DMF 50 mlKJEffii U ^T^^^T 
;l/n-;V6.73 ml*inx.7fco £SK#i&& % 4-7Wn-2-h'J7^n^f^ 
M=H12.3 g£#n;i> £iSfcT6R#ra*#Lfco ^fcfcllttWI*»ifcfciD;S., 
*rtilLfc|gS£afflfcU 16.39 g<04-(^>y;l/t^ry)-2-( f 'J 7^tn 



aiSE#2 004-3047306 



2003-123032 



,# 



MS(+);297. 

[0 0 4 3] 

Rf : ##WfH§\ 

Data:*raft*W:P-* (nmr: ((^ 4 Si*rt*MSfcU «Ffc|BfW*fcvH|* 
tC(±DMSO-d 6 ^^iJ^S^i-^lH^tl^Ht^e-^(7) ( y(pp m )^^i- > MS ( + ) :F 
AB-MS[M+H]+ > MS(-) : FAB-MS [M-H]+. EMS( + ) ESI-MS[M+H]+ > EMS(-) : ESI-MS[M 
-H]+) , 

nPr : y )^)Vfu tf;K cPr : v * n fc°;v c 
[0 0 4 4] 

[*4] 



iPY c ° 2H 



Rf 


R A 


R B 


Data 


2 


CF 3 


cPr-CH 2 0- 


EMS(-);259 


3 ! 


CI 


nPr-S- 


MS(+);231 


4 


CF 3 


nPr-S- 


MS(-);263 



[0 0 4 5] 

5 

4-7;^n-2-h'; 7 ;^n^>v*T-h4.44 g£DMF 40 mlK^L 

miE#2 004-3047306 



#M 2003-123032 ^- v 

m • 

T14B#F B TO£L£ 0 ^/ft^^ip^ ^^tOAc^JDx.MM^^^o fj 0 

#<b*l£ffi£jj£ij^£ v 'J *^*7A^D7 -H#L, ^^-9->-EtO 

Ac(4:l)T^tlSLiETllLT, 4.79 gO^^ 4-|> f;K^n tf;i^) T 5 J ] 
-2-( h 'J V friru fJ-^sOVT- j> £f§£; 0 
MS(+);276. 

[0 0 4 6] 

##M5<^ft£-%4.78 g£Me0H 20 mlfcjgfllU 5M7Xm^f- h V ^AtX^ 6 
.94 mlSriDx., 70 T;KT5B#F*W£L£o SCT^^ipm, MffiTfMtL*:., ft 
<b*U^£|^£l M i^JUCT^nU mLtz$5M,ZmWLX, 4.36 g(04-[>i 

MS (+) ; 262. 

[0 0 4 7] 
###0 7 

###Ul^b^t/8.0 g&THF 80 mlKtitmU 7\a%TM.ik^* mh DMF 3 

^tLlc(Z)-p<^;l/(4,4-v , 7;i/^n-i J 2,3,4-T- h ^ Kn-5H-1-^>VT 
■te^-jf»7t^ h6.84 g^tJDx.TfcitTtf 1 ; v>50 ml^Ux., gfi 

T^L^o ^^@*LT#^tL7t^z£^Et0Hi ^S^ H B H ^^fV\ 9.12 g(7> ^ 
^ (2Z)-{l-[4-(^>v;i/^-^v)-2-( h t; y^jfu* ^-)V)^yy^ )V\-A,A- 
v"7;u^-n-i,2,3,4-T- b7t Fn-5H-l-^> VT-fe* fcf >5-"f 'J r^J T-b*- h 

EMS(+);532. 

[0 0 4 8] 

##M 7 t |WMf ^ 5 H^i"###!l 8-11^ -ett^tt^1-^^#^ffl 



miE#2 004-3047306 



#@ 2003-123032 



# 



Me : ^^;i^ 0 

K5] 



29/ 



,C0 2 Me 





a 
cc, 


7 
< 

R A 


Rf 


R A 


R B 


Data 


8 


CF 3 


cPr-CH 2 0- 


EMS(+);496 


9 


CI 


nPr-S- 


MS(+);466 


10 


CF 3 


nPr-S- 


MS(+);500 


11 


CF 3 


nPr-N(Me)- 


MS(+);497 



[0 0 4 9] 

1 2 

>-tr>5.1 g*in*MKT12l*BW*Lfc 0 TOM*****, »*t«ETI 
*SL£o f#e>tLfe»aSt^'>*oi^^jc.->r/W*jDx., #fffi LfciBMIfcitlRU 6.22 
g<D*^-)\s (2Z)-|4,4-v"7;V^n-i-[4-H Kn*$/-2-( h V y)V*u * 
>y%f ;i/]-i,2,3,4-T- b7t Kn-5H-l-^>VT-fe*kf>5-^ V-T^l h 



EMS(+);442. 

[0 0 5 0] 
1 3 

###11 2 «Xfc<£&3. 89 g&DMSO 20 mlKfcJ&U £*Uc7n^eg^tert-7 
^"^2.06 g&tf&gfc* USA 1.46 g*1to^W&\Z-X2nmWfrLtZo 



ffi§E# 2004-3047306 



#M 2003-123032 ^-v: 

A^n7h^7^C#U ^nn^;wA-MeOH(80:l)»ttiaBJ: 0, 3.55 gO 
* (2Z)- |l-[4-(2-tert- > 7' h *v)-2-( h 'j 7** em* 

^)^>V>f;H-4,4-vv;V^n-i,2,3,4-T-h7li Kn-5H-l-^>y*7-tf k? >-5 

EMS(+);556. 

[0 0 5 1] 
1 4 

1 3 <9ft£^3.75 g£ h U 7^^-nffi«20 nHC»#L, MS^T30^ 
WWPLfc. «EET#«t«r«*L, 3.25 gO[4- i[(5Z)-4, 4-^ n- 5 -(2-^ 

t-*>)-2,3,4,5-x h 9 t Kn-lH-l-'O VT-tftf 

MS (+); 450. 

[0 0 5 2] 

##^fl 1 5 

##« 1 4 0^^1.09 g£DMF 10 ml£»J*U HOBt 324 mg. WSCD 460 mg 
> v>W^ (2.0MTHF?M) 1.20 mUSUTh "jif^r^ >0.335 ml^iD 

, 1.14 g<D*^)l> (2Z)-|l-[4-(2-v f ^^;l/T^y-2-^^yjch^v)_2_(hi; 
7;^n>^)^>W;l']-4,4^7^D-i ) 2,3 ) 4-ff7tKn -5H-1--? > 

MS (+); 527. 

[0 0 5 3] 
1 6 

##091 2Wft«ri.OO gSrW 15 .UcfcfcU mU h 

y ^jti/u**?* >i.i9 g^^rV^*;l/^>^^^;u 2 .08 ml*;&D*.fcfc 



WiE#2 004-3047306 



2003-123032 



n*^A-|fcOH(50:l)-C»HiU WEETflfcHLT, 1.41 (2Z)-jl-[4 
-7h*v-2-(M; 7^*njc^)^>y"f ^]-4,4-^7^n-i f 2,3,4-r- h 

±IBTi#^tifcfb^^MeOH 5 ml-THF 10 mlfcjffJ&U lMTkBSft-*- h V ->A 

n*>UA-iPiai<3:ia^Mt) *iD*5Mtt*ffc*frofc 0 **W*ftftfttt* 
KT«fei£U te*M^hV*AfcT*ai*Lfco »«E*«*LT, 1.01 g<7)(2Z) 
- |l-[4-^ > * v-2- ( h >; "7 n ;v] -4, 4- >* 7 ;u * n-i, 2, 3, 4 

MS (+) ; 484. 

[0 0 5 4] 

1 6 fcH*K:, &6 lc^?-##M 17-19^ **L-eWtl&i-*jK3H. 

iBu : -f vrf*, 



C0 2 H 




Rf 


R A 


R B 


Data \ 


! 17 


CF 3 


nPr-O- 


MS(+);470 


18 


CF 3 


iBu-O- 


MS(+);483 


19 


CI 


iBu-O- | 


MS(+);450 



[0 0 5 5] 

##$!2 0 



tBIE# 2004-3047306 



2003-123032 



###J7<7>ffc^f5.43 g£MeOH 15 ml-THF 25 mKDfe&mm^mML^ 1M Tfc 

mm.wiztnz.m®LZWL&t Lfzfe, tirmL?z&&mfazmw, nmnrnt, 1.39 

g<7>(2Z)-ll-[4-(^>v;v**v)-2-(h V 7;vtn^f^)^>^ ;v]_4 >4 _v? 



3 



MS (+) ; 518. 

[0 0 5 6] 

K7] 




Rf 


R A 


R B 


Data 


21 


CF 3 


cPr-CH 2 0- 


EMS(+);482 


22 


CI 


nPr-S- 


MS(+);452 


23 


CF 3 


nPr-S- 


MS(+);486 


24 


CF 3 j 


nPr-N(Me)- | 


MS(+);483 


25 


CF 3 


MeaNOCCHz-O- 


MS(+);513 



[0 0 5 7] 

1 

##00 2 0Oft-6Kri50 mg£DMF 5 mlfcfcflSU HOBt 43 mg. WSCD 61 mg, V 
VZs>T$ K ^^35 mg£tf>';^;V7 5>0.045 ml**Dx.fe|fe, MKT 



ffiSE#2 004-3047306 



#M 2003-123032 ^- *J ; 

TtiMLito &«TO*LT^fc*ifc»aE£EtGHJ: DWftflfcfrV*, 139 mg<?5(2 
Z)-N-(2-T < y-2-^^y^^;i/)-2-{l-[4-(^>v;V^-^v)-2-( h >j7^n 
^ ^ ^ y-f ;v] -4, 4- y7;l/tn-i,2,3,4-f h5tKD -5H-1-^ > V*T -tf fc? 
>-5-«f y-'^l T-fc h T ^ K&f#fc 0 

[0 0 5 8] 

mmm 1 7 

###12 0 0^^150 mgSrTHF 3.5 mHC»*U »ffc*-tf--;H).3 ml & 0*2 

«E«:T>-=E-T*H*Tb3to RJE&»^EtaAc*jDx.»-tt»f^tffo7t: 0 

&&»*iPrOH-SM V yn k?^x-f;H^i!^f,ffif H L, 126 mg?)(2Z)-2 
- Il- [4- > V)V * * v) -2- ( h y y )V * n * ^ ;w) ^ y ;V ] _ 4> 4 _ ^ 7 ;l/ ^ n 
-1, 2, 3, 4-T" f7t K n -5H-1-^ > X T -tf fcf >-5--f y T > } r -b h 7 ^ K * # 



i 7 tiroc, ^i i tc^-r^MMi 8 j tti-?n.w&-t2>mft*m 

^TftfcLfco ifc, ###01 2 ^1 2C/7f||i^l 9-20^ 

[0 0 5 9] 

2 1 

I6<7)^%325 mg^l,2-v^nnjc^ >5 mHC^U ftftT * 9 ? v 

vm&mmmus w*mzm7&izxmmm&Ltzo R&ttciox (w/ v ) Na 2 s 2 03 
eras**, i«itbv-7ACT^u m^iTfte^jBiM 

^v'^m^A^nvh^y^-CftU ?nn*;VA-Me0H (23:2) T 
?£ffiU MffiTzIilLT, 121 mgO(2Z)-N-(2-T^ 4- 
S?7^tn-i_[4-(^n -^)^>y-f ^]-i,2 ( 3,4-f h 5 k Kn-5 



tBSE#2 004-3047306 



#M 2003-123032 



^-v: 34/ 



Ex : mmm^, 

nBu : y ;i/-t;u , 7^;v > Bn : ^>v;w Q 
[0 0 6 0] 



ffitl# 2004-3047306 



#M 2003-123032 



^-v: 35/ 



[*8] 



• 



,R C 




Ex 


I R A ; R B ; R c 


Data 


1 


R A : -CF, ; R D : Bn-O- : R L : -CH,-CONH, 


MS(+);574. 

NMR(DMSO.d6);2.35-2.55(lH,br),2.60-2.80(lH,br),3.00-3.15(lH,b 
r),3.76(2H > s),4.75-4.90(lH,br),5.09(2H,s),6.45(lH,s) > 6.73(lH,d^=7.8 
Hz),6.87(lH,<i^=7.8Hz),7.03(lH,dd^=7.8,2.4Hz),7.10-7.19(2H,mX7. 
24-7.40C9H.m),8.68(lRt^=5.7Hz). 


2 


R A : -CF» ; R° : Bn-O- : R c : -<r:H,Y,-nH 


MS(+);561. 

NMR(DMSO-d6);2.25-2.55(lH,br),2.60-2.80(lH,br),3.05-3.20(lH,b 

r),3.20-3.25(2Hjn),3.42-3.50(2H,m),4.72(lH,t^=5.4Hz),4.75-4.90(l 

H,br),5.09(2H,s),6.39(lH,s),6.72(lH,d^=7.8Hz),6.87(lH,d^=7.3Hz), 

7.04(lH,dd^2.0,8.3H2),7.16(lH,t^=7.6Hz),7.22-7.42(8H > m) > 8.46(l 
H,t^=5.4Hz). 


3 


R~:-CF, ; R D : cPr-CH,0- ; R L : -CH,-CONH, 


MS (+) ; 538. 

NMR(DMSO-d6j;0.24-0.30(2H,m),0.49-0.58(2H,m),1.08-1.20(lH, 
m),2.33-2.45(lH,br),2.60-2.97(lH,br),3.02-3.29(lH,br),3.68-3.88(4H, 
m),4.60-5.05(lH,br),6.44(lH,s),6.71(lH,d,J=8.8Hz),6.85(lH,d,J=8.8 
Hz),6.93aH.d<Ur=2.0,8.8Hz).7.11-7.38(6Rm>.8.48(lH,U=5.4Hz\ 


4 | 


R":-CF, ; R" : cPr-CH,0- : R" : -fCH,VOH 


MS (+) ; 525. " 

NMR(DMSO-d6);0.24-0.31(2H > m),0.48-0.56(2H,m),1.09-1.21(lH, 
m),2.27-2.46(lH > br),2.65-2.90(lH ) br),3.00-3.26(3H,m) ) 3.43-3.52(2H, 
m),3.80(2H,d,J=6.8Hz),4.73(lH > d,J=5.3Hz),4.75-4.92(lH,br),6.39(l 
as),6.71(lH,d,J=7.3Hz),6.84(lH,d,J=8.8Hz),6.93(lH,dd,J=2.5,8.8H 
z),7. 13-7. 1 8(2H,m),7.24(l H,t,J=7.3Hz)7.30-7.34(lH,m),8.48(lH,t,J= 
5.3Hz). 


5 


R A : -CI ; R B : nPr-S- : R c : -CH,-CONH, 


MS (+) ; 508. 

NMR(DMSO-d6);0.92(3H,t,J=7.6Hz),1.46-1.55(2H^n),2.24-2.50(lH, 
br),2.65-2.84(lH,br),2.89-2.93(2H,m),3.04-3.22(lH,br),3.75(2H,s),4. 
70-4.92(lH,br),6.37(lH,s),6.87(lH,s),6.94(lH,d,J=7.6Hz) ) 7.01(lH,d, 
J=8.0Hz),7.14-7.53(6H,m>.8.62(lH,s). 



[0 0 6 1] 



ffi!E# 2004-3047306 



[X9] 



2003-123032 



^-v: 36/ 



1 .R° 



Ex 


R* ; R B ; R c 


Data 


6 


MS (+) ; 542. ~ ■ 

NMR(DMSO-d6);0.93(3at,J=7.2Hz),1.48-1.57(2H,m)^.28-2.52(lH 
br),2.63-2.87(lH,br) s 2.94-2.97(2H J m) J 3.08-3.20(lH,br)3.73-3.76(2H' 
m) 4 73-4.88(lH,br) J 6.48(lH,s),6.73(lH,d J J=8.0Hz),6.84(lH,d s J=8.0 
Hz),7.14-7.76(7H,m\8.69nH,U=5.2Hz). 
R":-CF, ; R u : nPr-O- : R L : -CH,-CONH, 


7 


MSf+V52f» ~ 

N^(pMSO-d6);0.92(3H,t^=7.3Hz),1.62-1.72(2H,m) J 2.30-2.50(lH, 

br),2.60-2.80(lH,br),3.00-3.10(lH>p.76(2H,s),3.90(2H,t^=6.a 1 z) 
470^.90(lH,br)A45(lH,s)^72(lH,d^7.8H^85(1^7TH 
_z^.94dH,dd^2.1,7.6Hz).7.10-7.38(6H,in).8.68nH.U-5.4HzV 
R":-CF, : R B : nPr-O- : R*" : -(CFfcVj-OH 


1 8 


MS(+);513. — 

^S^^ ;0M ( 3H ^- 3Hz ). 1 «-1.72(2H > m),2.30-2.50(lH, 

b 'i 2 *°: 2 J*°< 1H '^ 

(2H,m)3.90(2H,t^6.6Hz),4.72(lH,t^5.4Hz),4.75-4.86(lH,br),6.40 
(lH,s)6.71(lH,d^=7.8Hz),6.85(lH,d > ^8.3Hz) J 6.95(lH,dd J ^=2.5,8.8 
Hz),7^0 : 7.18(2H, m ) ) 7.25(lH,t,^=7.1Hz),7.30-7.34(lH J m),8.46(lH,t, 

R":-CF, : R J : nBu-O- : R c : -CH?-CONHo 


9 


MS(+);540. 2 

NMR^MSO^6);0.89(3H,t^=7.3Hz),1.31-1.42(2H,m),1.57-1.67(2H, 
m),2.30-2.50(lH,br),2.70-2.85(lH,brp.OO-3.20(lH,br),3.76(2H,s)3 

32(2H,m).7.33-7.37nH.m\8.680H,t-/=5.3Hz). 



[0 0 6 2] 



ffilE#2 004-3047306 



[*1 o] 



12 003-123032 



37/ 




Ex 


R A ; R B ; R c 


Data 

R A : -CF, ; R L : nBu-O- : R L : -fCH,VOH 


10 


MS(+);527. 

NMR(DMSCM6);0.89(3H,t,^=7.4H2), 1 .32- 1 .42(2H,m), 1 .58-1 .67(2H 
x t 7 ^ «,orj,z.e>u-2. 8U( 1 H,br),3 .00-3.15(1 H,br),3 .20-3 .3 0(2H, 

2 1 J?S"^ 1 ^ 6 - 71 ( 1H »^- 8te )» 6 -8^IH,d^.8HzX6.95(l 
R rt :-CF, : R^iiBu-O-: R L : -CH,-CONH, 


11 


AyfQ/_l_\. CA(\ ' ■ & . 

Nm(DMSO-d6);0.92(6H J d^=6.8H2),1.89-2.00(lH,in),2.30-2.50(l 
H,br),2.60-2.80(lH,br)^.00-3.20(lH,br),3.70-3.82(4H^i),4 75-4 85(1 

R":-CF, : R J :iBu-0-: R c : -(CH^-OH 


12 


MS(+);527. 

NMR(DMSO-d6);0.92(6H,d^=6.4Hz),l .89-2.00(lH,m),2.30-2 50(1 
H,br),2.60-2.80(lH,br),3.00-3.15(lH,br),3.19-3.25(2H^.44-3'.50 2 
H m) 3.72(2H,d^6.3Hz) ) 4.73(lH J t^=5.1Hz),4.76-4.88(lH,br),6 40 
QUA f ^^7Kl H> d^7.3Hz),6.85(lH,d^8.8Hz),6.96(lH,ddJ=25;8J 

46( I H,t^=5.6Hz). 

R^r-CI; R*:iBu-0-: R c : -CH,-CONH, 


13 


MS(+);506. 

NMR(DMSO-d6);0.91(6H,d,J=6.8Hz),1.86-1.98(lH,m),2.25-2.50(l 

W b / ) i^^ 90 ( 1H ' br )- 6 - 35 C 1H .s).6.63-6.69(lH,m),6.89-6.96(3H, 
m)J.ll-7.20(2H J n),7.22-7.33(3H,m),8.62(lH.s>. 



[0 0 6 3] 



ffilE#2 004-3047306 



[*1 1] 



<&m 2003-123032 




^-z? : 38/ 




Ex 


R A ; R B ; R c 


Data 


14 


MS (+) ; 539. 

NMR(DMSO-d6);0.80(3H,t,J=7.2Hz),1.40-1.45(2H,m)^.27.2.53(lH 

s),4.71-5.05(lH,br),6.44(lH,s),6.58(lH,d,J=8.4Hz),6.67(lH > d,J=8 4H 
z),6.71(lH,dJ=7.6Hz).6.77nH. S ),7.14-7.36f5H.m),8.64riH.s). 
R" : -CF 3 ; R B : M&»N0CCH,-O- • • .ru rrnvixj 


15 


M5(-rj i>oy 7 2 ' • -^H 2 -CONH 7 

NMR(DMSO-d6);2.30-2.50(lH > br),2.65-2.85(lH,br),2.80(3H,s)^.92 
(3H,s),3.00-3.20(lH,br),3.70-3.82(2H,m),4.75-4.90(lH s br) > 4.86(2H, 

s),6.44(lH,s),6.73(lH,d^7.8Hz) > 6.83(lH > d^=8.3Hz),6.90(lH ) d<L^ 

2.4,8.3Hz),7.1 l-7.20f3H.rn"> 7 24-7 30T2H 7 wih ai m m i ^ 
U J 0 ' 7 • Ju l-'H»m;,7.36(lH,dd^=7.3Hz,1.4 
HZ),».o»( I H,t^/=5.7Hz). 

R A : -CF 3 ; R b : nPr-O- : R<~ : -H 


16 


MS(+);469. " 

NMRpMSO-d6);0.92(3H,t^=7.8Hz),1.61-1.71(2H,m),2.35-2.55(lH, 
brp L60-2 ; 80(lH,br),3.00-3.20(lH,br),3.90(2H,t^6.4H Z ),4.70-4.90 
(lH,br) J 6.38(lH^),6.72(lH,d^=7.8Hz),6.84(lH,d^=8.7Hz),6.96(lH 

/ . j j( 1 ri,s ),7.o7f 1 H,s). 

R" : -CF, ; R a : Bn-O- : R^ : -H 


17 


MS(+);517. ' ■ ■ 

NMR(DMSO-d6);2.30-2.55(lH,br),2.60-2.80(lH,br).3.05-3.25(lHb 

£ d ^™£ 705 ( 1H ^^ 

H,m),7.88( i lH,s). 

: -CF 3 ; R^ : nPr-N(MeV : R^ : -H 


18 


MS (+) f48Z " 

NMR(DMSO-d6);0.81(3H,U=7.2Hz),1.40-1.46(2H,m),2.24-2.52(lH 

Sii 7 ; 2 ^^ 

_2(lH,br),6.36ClH,s),6.62-6.76r4H.m),7.16-7.34f4H.m),7.84(lH,s). 



[0 0 6 4] 



fcBlE# 2004-3047306 



K12] 



mm 2003-123032 

# • 



^-v*: 39/ 



1 


^ N 


tx 


R A ; R B ; R c 


Data 


19 


R~:-CF, : R" : HO- : T& : -CH,-CONH, 


MS(+);484. 

NMR(DMSO-d6);2.30-2.50(lH,br) > 2.55-2.80(lH,br),3.00-3^0(lH,b 

r),3-75(2H.s).4.70-4 90HH brt fi 47MH A aa.a tAriii ~\ n nn/i u 
/' v *»<v>^- ' " *t.^v/^ i n,or;,o.H / ^ i ri,SJ,o.OO-0. /O(3H,m),7.00( 1 H, 

d^l.5Hz)J.10-7.19(2H,m),7.22-7.30f2Hjn> 7 35HH A 1=1 ku-,\ r 

65(iat^=5.6Hz),10J(lH.s^. 

: -CF, : R u : HO- : R c : -H 


20 


MS(+);427. 

NMR(DMSO-d6);2.30-2.50(lH,br),2.55-2.80(lH,br),3.00-3.20(lH,b 

r)4.70-4.90(lH,br),6.41(lH,s),6.67-6.74(3H,m),7.00(lH,s) J 7.15(lH,t 
dJ=1.4.7.8Hz>.7 24MH t .1=7 aht\ 7177 10/111 m \ 7^/111 -\ -t or/, 
0 \ in VTi t x x ,ri » l » J '• OH *A ' / -32( lH,m),7.34(l H,s),7.85(l 
H,S),10.3(1H,S). 


21 


R":-CF, : R a : nPr-S(=0)- : R L : -CH 7 -CONH, 


MS (+) ; 558. Z 

NMR(DMSO-d6);0.87(3H,t,J=7.2Hz),1.19-1.27(lH,m),1.45-1.58(lH 
m)^.18-2.52(lH,br) J 2.65-2.78(lH,br),2.93-3.00(2H,m),3.06-3.25(lH, 
b f ) i 3 ;I 4 " 3 - 76(2H ' m) ' 4 - 75 - 4 - 92 ( IH ' br )' 6 - 55 ( 1H ' s X6-73(lH,d,J==7.6H 
z),7.12-7.15(3H,m),7.24-7.33(2H,m),7.36(lH,dd,J=1.6,7.2Hz),7 71(l 
H,(U=8.0Hz\7.98(lH,s),8.70flH.s). ™*/./m 


22 


R":-CF 3 ; R B : nPr-Sf=0>,- : R L : -CH^CONH 2 


MS (+) ; 574. 

NMR(DMSO-d6);0.84(3H,t,J=7.6Hz),1.38-1.47(2H,m),2.15-2.54(lH 

br),2.67-2.90(lH,br),3.15-3.30(lH,br),334-3.52(2H,m),3.75-3.77(2H, 

^i , iZ^- 90(1H ' brX6 - 61<;iH * s >' 6 - T4 ( 1H ^ J=80Hz )» 7 13-7.17(3H,m), 

7 .26-7 .39(2H,m),7.37-7.39(lH,m),7.97(lH,<U=8.4Hz),8.16(lH,s),8.7 
1(1 H,sj. 
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RlA^ -aA-bA, X s r-^^(OtM, 

Et : jl*-)K iPr : -i V7°u fcf;K tBu : tert-T^K cBu : D^f^, nPen 
: //Wv;w«>*-;K cPen : v?n^>f-;K iAm I ^V7<;K nHex : 
;1"n*v;K Phi 7i-JK Py: kf'Jv^K pyrr : k°o'jy->-H;K pipe! 
tf^i; V>-l->OK pipa : fcf^v^-W ;K mor : -t^sMJ >-4-4 ;K Ac : 
T-fc^;K Ms! * * ^J*^*— ;K cyano : vT/, Gly: *;W^^;v^f;i/7 
^ (-NHCH 2 C0NH 2 ) , Etha : 2-t: Kn^yxf;i,7^ 7 (-NHCH 2 CH 2 0H) „ Car 

: r 5 y (-nh 2 ) o 

[0 0 6 6] 



fchfiEflf 2004-3047306 



mi 3] 



#M 2003-123032 

# • 



-^-v: 41/ 




No 



A1 
A2 



Gly 



Gly 
Etha 



-A -B 



-O-Me 



-O-Et 



No 



A35 



A36 



R 



1A 



Etha 



Car 



-A -B 



-Q-CH 2 CF,CF, 



-Q-CH 2 CF 2 CF, 



A3 



A4 



A5 



A6 



-O-Et 



Car 



-O-Et 



A37 



Etha 



Etha 



-O-iPr 



A38 



Car 



-Q-CH 2 CF 2 CHF, 



Car 



-O-nBu 



A39 



A40 



Gly 



-Q-CH 2 CF 2 CHF-, 



Etha 



-Q-CH 2 CHFCHi 



-Q-CH 7 CHFCH* 



A7 



A8 



Car 



Gly 



-O-iBu 
-O-tBu 



A41 



Car 



A42 



Gly 



-0-CH 2 CHFCtt, 



-O-CCH^OH 



A9 



A10 



A11 



Gly 



-O-iAm 



Gly 



-O-nPen 



A43 



Etha 



Etha 



A44 



-O-nHex 



Car 



-0-(CH^OH 



A45 



Gly_ 



-O-CCH^QH 



-Q-CH 2 CO,H 



A12 



A13 



Gly 



-O-cPen 



Gly 
Car 



A46 



-O-Ph 



Etha 



A47 



Car 



-Q-CH 2 CO,H 



-Q-CH 2 CQ 2 H 



A14 



A15 



-O-Ph 



Gly 
Gly 



-Q-CH 2 CF, 



A48 



A49 



Gly 



Etha 



-N(Et)-nPr 



-N(Et>nPr 



A16 



-0-CH 2 CHF, 



A50 



Car 



-N(Et>nPr 



A17 



A18 



A19 



A20 



Gly 



-Q-CH 2 CH=CH 



Gly 



Gly 



-Q-(CH 2 ),CH=CH 



A51 



Etha 



-Q-(CH 2 V,OMe 



A52 



Gly 



Etha 



•N(Me)-iBu 



Q-CH 2 cPr 



A53 



Car 



N(MeViBu 



A54 



Gly 



•N(Me>iBu 



-S-Et 



A21 



Car 
Gly 



-Q-CH 2 cPr 



A55 



Etha 



•S-Et 



A22 



A23 



A24 



A25 



A26 



A27 



A28 



A29 



A30 



Q-CH 2 cBu 



Car 



Gly 



-Q-CH 2 cBu 



A56 



Car 



S-Et 



Etha 



-Q-CH 2 tBu 



A57 



-Q-CH 2 tBu 



A58 



Gly 



S-iPr 



Etha 



•S-iPr 



Gly 



Gly 



Q-CH 2 C(CH,>=CH, 



A59 



Car 



-S-iPr 



Gly 



-0-CH 2 QONH, 



A60 



-Q-CH 7 CONHMe 



A61 



Gly 



Etha 



-N(Me>CH 7 CH>OMe 



A62 



Etha 



Q-(CH 2 Vcvano 



Car 



N(Me)-CH->CH->OMe 



-Q-(CH 2 V,-cY ano 



A63 



A64 



Gly 



-N(Me)-CH,CH,OMe 



Etha 



-N(Me>nBu 



■N(Me)-nBu 



A31 



A32 



Car 



Etha 
Etha 



Q-(CH 2 >>-cyano 



O-CfoCHfMetoMe 



A65 



Car 



A66 



Gly 



-N(Me)-nBu 



N(nPr)-nPr 



A33 



A34 



Car 



-Q-CH 2 CHfMe) OMe 



-0-CH 2 CH(MetoMe 



A67 



Etha 



A68 



Car 



-N(nPr>nPr 



N(nPr)-nPr 
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No 


R 1A 


-A A -B A 


No 


R 1A 


-A A -B A 


A69 


Gly 


-O-Et 


A73 


Gly 


-O-Et 


A70 


Car 


-O-nPr 


A74 


Car 


-O-nPr 


A71 


Gly 


-O-iPr 


A75 


Gly 


-O-iPr 


A72 


Etha 


-O-nBu 


A76 


Etha 


-O-nBu 
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| No 


R 1A 


-X- 


' Y 

1 


A A qA 
"/A -D 


B1 


Glv 


IN — V~>- 


XT 

! IN 


-O-nPr 


B2 


Etha 


•IN l^- 


XI 
IN 


-O-nPr 


B3 


Car 


! -IN — 


XT 

N 


-O-nPr 


B4 


vjiy 


-IN — 


XT 

IM 


-O-iBu 


B5 


Ftha 


XT — (~* 

-IN— 


XT 

N 


-O-iBu I 


B6 


Car 


-XI— f^ 1 
-IN— 


XT 
N 


-O-iBu 


B7 


VJly 


! -IN— 


XT 
N 


-S-nPr 


B8 




XT— O 

-IN— C- 


XT 

N 


-S-nPr 


B9 


far 


XT— r*» 
-In— C- 


N 


-S-nPr 


B10 


Gh/ 


.XT— ^ 
-IN — Ks- 


XT 

N 


-N(Me)-nPr 


B11 




XI— O 
-IN— C- 


XT 

N 


-N(Me)-nPr 


B12 


Par 


-IN — l^- 


XT 

N 


-N(Me>nPr 


B13 


Glv 


XT XT 

-IN— 1N- 


CH 


-O-nPr 


B14 


Ft Via 


XT — XT 

-IN— IM- 


CH 


-O-nPr 


B15 


Par 


XT — XT 

-IN— N- 


CH 


-O-nPr 


B16 


Gly 


-N=N- 


CH 


-O-iBu 


B17 


Etha 


-N=N- 


CH 


-O-iBu 1 


B18 


Car 


-N=N- 


CH 


-O-iBu 


B19 


Gly 


-N=N- 


CH 


-S-nPr 


B20 


Etha 


-N=N- 


CH 


-S-nPr 


B21 


Car 


-N=N- 


CH 


-S-nPr 


B22 


Gly 


-N=N- 


CH 


-N(Me)-nPr 


B23 


Etha 


-N=N- 


CH 


-N(Me>nPr 1 


B24 


Car 


-N=N- 


CH 


-N(Me)-nPr 


B25 


Gly 


-S- 


N 


-O-nPr 


B26 


Etha 


-S- 


N [ 


-O-nPr 1 


B27 


Car 


-S- 


N 


-O-nPr I 


B28 


Gly 


-s- 


N 


-O-iBu 


B29 


Etha 


-s- 


N 


-O-iBu 


B30 


Car 


-s- 


N 


-O-iBu 1 


B31 


Gly 


-s- 


N 


-S-nPr 


B32 


Etha 


-s- 


N 


-S-nPr 


B33 


Car 


-s- 


N 


-S-nPr | 


B34 


Gly 


-s- 


N 


-NCMeVnPr 


B35 


Etha 


-s- 


N 


-N(Me)-nPr 
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No 


R 1A 


-X- 


Y 


-A A -B A 


B36 


Car 


-s- | 


N 


-N(Me)-nPr 


B37 


Gly 


-N=C- 


CH 


-O-nPr ( 


B38 


Etha 


-N=C- 


CH 


-O-nPr 


B39 


Car 


-N=C- 


CH 


-O-nPr 


B40 


Gly 


-N=C- 


CH 


-O-iBu 


B41 


Etha 


-N=C- 


CH 


-O-iBu 


B42 


Car 


-N=C- 


CH 


-O-iBu 


B43 


Gly 


-N=C- 


CH 


-S-nPr 


B44 


Etha 


-N=C- 


CH 


-S-nPr 


B45 


Car 


-N=C- 


CH 


-S-nPr 


B46 


Gly 


-N=C- 


CH 


-N(Me>nPr 


B47 


Etha 


-N=C- 


CH 


-N(Me>nPr 


B48 


Car 


-N=C- 


CH 


-N(Me>nPr 
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No 


R 1A 


-X- 


Y 


-A A -B A 


B49 


Gly 


-C=C- 


N 


-O-n Pr 


B50 


Etha 


-c=c- 


N 


-O-nPr 


B51 


Car 


-C=C- 


N 


-O-nPr 


B52 


Gly 


-c=c- 


N 


-O-iBu 


B53 


Etha 


-C=C- 


N 


-OiBu 


[ B54 


Car 


-c=c- 


N 


-O-iBu 


B55 


Gly 


-oc- 


N 


-S-nPr 


B56 


Etha 


-C=C- 


N 


-S-nPr I 


B57 


Car 


-c=c- 


N 


-S-nPr 


B58 


Gly 


-c=c- 


N 


-N(Me)-nPr ! 


B59 


Etha 


-c=c- 


N 


-N(Me)-nPr 


B60 


Car 


-C=C- 


N 


-N(MeVnPr 


B61 


Gly 


-s- 


CH 


-O-nPr 


B62 


Etha 


-s- 


CH 


-O-nPr 


B63 


Car 


-s- 


CH 


-O-nPr 


B64 


Gly 


-s- 


CH 


-O-iBu 1 


B65 


Etha 


-s- 


CH 


-O-iBu 


B66 


Car | 


-s- 


CH 


-O-iBu 


B67 


Gly 


-s- 


CH 


-S-nPr 


B68 


Etha 


-s- 


CH 


-S-nPr | 


B69 


Car 


-s- 


CH 


-S-nPr 
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No 


R 1A 


X 


Y 


-A A -B A 


B70 


Gly 


N 


S 


-N(Me)-nPr 


B71 


Etha 


N 


s 


-N(Me>nPr 


B72 


Car 


N 


s 


-N(Me>nPr 
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No 


R 1A 


-A A -B A 


I No 


R 1A 


-A A -B A 


Cl 


Gly 


-O-nPr 


C12 


Car 


-S-nPr 


C2 


Etha 


-O-nPr 


C13 


Gly 


-S-iPr 


C3 


Car 


-O-nPr 


C14 


Etha 


-S-iPr 


C4 


Gly 


-O-iBu 


C15 


Car 


-S-iPr ; 


C5 


Etha 


-O-iBu 


C16 


Gly 


-S-Et 


C6 


Car 


-O-iBu 


C17 


Etha 


-S-Et 


1 C7 


Gly 


-O-nBu 


C18 


Car 


-S-Et 


C8 


Etha 


-O-nBu 


C19 


Gly 


-N(Me>nPr 


I C9 


Car 


-O-nBu 


C20 


Etha 


-N(Me>nPr 


CIO 


Gly 


-S-nPr 


C21 


Car 


-N(Me>nPr 


Cll 


Etha 


-S-nPr 
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No 


R 1A 


-A A -B A 


No 


R 1A 


-A A -B A 


C22 


Gly 


-O-nPr 


C33 


Car 


-S-nPr 


C23 


Etha 


-O-nPr 


C34 


Gly 


-S-iPr 


C24 


Car 


-O-nPr 


C35 


Etha 


-S-iPr 


C25 


Gly 


-O-iBu 


C36 


Car 


-S-iPr j 


C26 


Etha 


-O-iBu 


C37 


Gly 


-S-Et 


C27 


Car 


-O-iBu 


C38 


Etha 


-S-Et I 


C28 


Gly 


-O-nBu 


C39 


Car 


-S-Et 


C29 


Etha 


-O-nBu 


C40 


Gly 


-N(Me)-nPr 


C30 


Car 


-O-nBu 


C41 


Etha 


-N(Me)-nPr ' 


C31 


Gly 


-S-nPr 


C42 


Car 


-N(Me>nPr 


C32 


Etha 


-S-nPr 
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No 


R 1A 


-A A -B* 


No 


R 1A 


-A A -B A 


C43 


Gly 


-OnPr 


C54 


Car 


-S-nPr 


C44 


Etha 


-O-nPr 


C55 


Gly 


-S-iPr 


C45 


Car 


-O-nPr 


C56 


Etha 


-S-iPr 


C46 


Gly 


-O-iBu 


C57 


Car 


-S-iPr 


C47 


Etha 


-O-iBu 


C58 


Gly 


-S-Et | 


C48 


Car 


-O-iBu 


C59 


Etha 


-S-Et 


C49 


Gly 


-O-nBu 


C60 


Car 


-S-Et 


C50 


Etha 


-O-nBu 


C61 


Gly 


-N(Me)-iiPr 


C51 


Car 


-O-nBu 


C62 


Etha 


-N(Me>nPr 


C52 


Gly 


-S-nPr 


C63 


Car 


-N(Me>nPr 


C53 


Etha 


-S-nPr 
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No 


R 1A 


-A A -B A 


No 


R 1A 


-A A -B A 


! C64 


Gly 


-O-nPr 


C75 


Car 


-S-nPr 


C65 


Etha 


-O-nPr 


C76 


Gly 


-S-iPr 


C66 


Car 


-O-nPr | 


C77 


Etha 


-S-iPr 


C67 


Gly 


-O-iBu 


C78 


Car 


-S-iPr 


C68 


Etha 


-O-iBu 


C79 


Gly 


-S-Et 


C69 


Car 


-O-iBu 


C80 


Etha 


-S-Et 


C70 


Gly 


-O-nBu 


C81 


Car 


-S-Et 


C71 


Etha 


-O-nBu 


C82 


Gly 


-N(Me)-nPr 


C72 


Car 


-O-nBu 


C83 


Etha 


-N(Me)-nPr 


C73 


Gly 


-S-nPr 


C84 


Car 


-N(Me>nPr 


C74 


Etha I 


-S-nPr 
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No 



D1 



D2 



No 



NHCH 7 -(2-IM 



NHPh 



D33 



D34 



4-H 2 NOC-pipe 



NHCH 2 CO-pyrr 



NHCHaPh 



D35 



NHCH,CO-(3-HO-pvfrt 



D5 



NHCH,-(2-HO-Ph-> 



D6 



NHCH^-O-HO-Ph^ 



D7 



NHCH 2 -{4-HO-Ph') 



D36 
D37 



NHCH 2 CO-(3-HO-pipe) 



D8 



NHCHW2-H,NOC-Ph-> 



D38 



NHCH 2 CO-(4-HO-pipel 



NHCH 2 <3-H,NOC-PK) 



D39 



NH-(3-Ac-Ph) 



D40 



NH-Q-MeHNQC-Phl 



NHCHyf^HiNOzS-Ph) 



D9 



D10 



NHCHy(4-H,NQC-Ph-> 



NH-(2-HO-PK> 



D41 



D42 



NH-{3-Ms-Ph) 



NHCH 2 COmor 



D12 



NH-(3-HO-Ph) 



D13 



NH-(4-HO-Ph-> 



D43 



D14 



NH-(2-H,NOC-Ph-> 



044 



NHCH 2 -(6-HO-2-Pvl 



D15 



NH-(3-H 7 NOC-Plrt 



D45 



>JHCH,-(6-MeO-2-Pv ^ 



NH-(4-H,NOC-Pfr> 



046 



NHCHy(6-H7NOC-2-Pv-> 



D47 



NHCH 2 -(6-cvano-2-PY ^ 



NHCH 2 -f6-Me 2 NOC-2-P^ 



016 



D17 



NH-(CH,),OMe 



NH-(CH 2 ),OH 



D48 



049 



NHCH 7 -(6-H,N-2-Pv^ 



NHCHr-(6-Me2N-2-Py) 



019 



N(CH ? CH,OH> 



NHCH,CH(CH,OmOH 



D50 



D51 



NHCH 2 -(6-F-2-Pv) 



NHCH,-(6-Cl-2-Pv) 



D20 



N(Me)CH,CH,OH 



D52 



NHCH 2 -(6-Me-2-Pv^ 



022 



3-HO-pyn- 



3-HO-pipe 



D53 



D54 



NHCH 2 -(pvra2o».2-Y n 



NHCH?-(pvridazine-2-vn 



4-HO-pjpe 



D65 



NHCH?-(pvrimidine-2-yl> 



NHCH 2 CONHMe 



D56 



N(CH 2 CONH,y(CH,),Oro 



D25 



026 



NHCH 2 CONM&, 



D27 
028 



N(Me)CH,CONH, 



D57 



N(Me)CH,CONHMe 



D58 



NHCHfMelCH^OH 



D29 



N(Me)CH?CONMe-» 



059 



NHCH?CH(Me'>OH 



NH(CH,),CONH, 



D60 



NHC(MeV,CH,OH 



D61 



NHCH,C(MeV,OH 



3-oxo-pipa 



D31 
D32 



N(CH 2 CONH,^ 



NHCH(CONH^CH->OH 



D62 



063 



NHCH ? CO-(3-H ? NOC-piDe'> 



NHCH ? CO-(4-H 2 NOC-piDet 



3-H 2 NOC-pipe 



D64 



NHCH(CH,OH>, 
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No 


R 1A 


Kin 
(NO 


R 


E1 


in n.v^fi2 -1 /-~ry ) 


E33 


4-H 2 NOC-Dipe 


E2 


iNXxr 11 


E34 


NHCH 2 CO-pyrr I 


E3 




E35 


NHCH,CO-(3-HO-Dvrr) 


E4 


iNn^ri2-iz-riL/-jrn^ 


E36 


NHCH 2 CO-(3-HO-DiDe) 


E5 




E37 


h«CH 2 CCK4-HO-pipe) 


I E6 


iNri\^ri2~l 'HritJ-Jriy 


E38 


NH-(3-Ac-Ph"> 


E7 


iNra\^02H^~W2iNLH^-r\il) 


E39 


NH-(3-MeHNOC-Ph) 


E8 


TvIT-Tr^T-J _/"2 u xt/^io r*u\ 
lNrl^rl2-l^-H2N UC-Pn) 


E40 


NHCH 2 -(4-H 2 N0 2 S-Ph') 


PQ 


WrtCJrl2-(^Jnl2NOC-Ph) 


E41 


NH-(3-Ms-Ph) i 


! Pin 


iNn-ix-HCKrn) 


E42 


NHCH 2 CO-mor 


P11 




E43 


NHCHr^6-HO-2-Py) 






E44 


NHCHy^e-MeO^-Py^ 


E13 


NH-(2-H 2 NOC-PM 


E45 


NHCHW6-H-»>JOP.9-Pv% 


E14 


NH-(3-H 2 NOC-Ph) 


E46 


NHCH 7 -{6-cyano-2-Py") 


E15 


NH-C4-H 2 NOC-Ph) 


E47 


NHCHj-fe-MejNOC^-Pvl 


E16 


NH-CCH^OMe 


E48 


J^HCH 2 -(6-H 2 N-2-Pv> 


E17 


NH-fCH^OH 


E49 


NHCH 2 -(6-Me 2 N-2-Py) 


E18 


N(CH 2 CH 2 OHb 


E50 


NHCH 2 -f6-F-2-Py) 


E19 


NHCH 2 CHfCH 2 OH)OH 


E51 


NHCH 2 -f6-Cl-2-Py) 


E20 


N(Me)CH 2 CH,OH 


E52 


NHCH 2 -T6-Me-2-Py) 


E21 


3-HO-pyrr 


E53 


NHCH^Dvrazol-2-vn 


E22 


3-HO-pipe 


E54 


NHCHHpvridazine-2-vI) 


E23 


4-HO-pipe 


E55 


NHCH 2 -(pvrimidine-2-vl) 


E24 


NHCH 2 CONHMe 


E56 


N(CH 2 CONH,)((CH 2 ),OH) 


E25 


NHCH 2 CONMe, 1 


E57 


NHCH(Me)CH 2 OH 


E26 


N(Me)CH 2 CONH, 


E58 


NHCH 2 CH(Me)OH i 


E27 


N(MeX:H,CONHMe 


E59 


NHC(Me),CH,OH 


E28 


N(Me)CH 2 CONMe 2 


E60 


NHCH 2 C(MeY,OH 


E29 


NH(CH 2 ),CONH, 


E61 


3-oxo-pipa 


E30 


N(CH 2 CONH,> 


E62 


NHCH,CCM3-H 2 NOC-pipe) 


E31 


NHCHfCONH 2 )CH,OH 


E63 


NHCH 2 CO-T4-H 2 NCX:-pipe) 


E32 


3-H 2 NOC-pipe 


E64 


NHCH(CH,OH), 
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No 


R 1A 


! No 


R 1A 


F1 


NHCH 2 -(2-Py> 


F33 


4-HVNir)P-nin*» 


F2 


NHPh 


F34 


NHCf-TiCO-nvrr 


F3 


NHCH 2 Ph 


F35 




I F4 


NHCH 2 -f2-HO-Ph) 


F36 




F5 


NHCHj-O-HO-Ph) 


F37 




F6 


NHCH 2 -(4-HO-Ph) 


F38 


NH-H-A r-PM 


F7 


NHCHj-a-HjNOC-Ph") 


F39 


NH-H -Mf»HTsinr , -PM 

ivl l"\ J "IVlCTliN vA^"l nj 


F8 


NHCH 2 -T3-H 2 NOC-Ph) 


F40 




F9 


NHCH2-T4-H 2 NOC-Ph) 


F41 


>JH-f"*.A/fc_Ph^ 


F10 


NH-C2-HO-PM 


F42 




F11 


NH-C3-HO-PW 


F43 


iNnv^n2-yD-nl>Z"ry ) 


F12 


NH-(4-HO-PM 


F44 




F13 


NH-f2-H,NOC-PM 


F45 


NHCH 2 -(6-H 2 NOC-2-Pv> 


F14 


NH-(3-H 2 NOC-PM 


F46 


NHCH 2 -C6-cyano-2-Pv~) 


F15 


NH-(4-H 2 NOC-Ph) 


F47 


NHCH246-Me»NOC-2-Pv) 


F16 


NH-(CH,),OMe 


F48 


NHCH 2 -(6-H 2 N-2-Py) 


F17 


NH-(CH 2 ),OH 


F49 


NHCH 2 -{6-Me2N-2-PY) 


F18 


N(CH 2 CH 2 OH), 


F50 


NHCH 2 -f6-F-2-Py) 1 


F19 


NHCH 2 CHfCH 2 OH)OH 


F51 


NHCH 2 -f6-CI-2-Pv) 


F20 


N(Me)CH,CH,OH 


F52 


NHCH 2 -(6-Me-2-Py) i 


F21 


3-HO-pyrr i 


F53 


NHCHy^pyrazol-2-vn 


F22 


3-HO-pipe 


F54 


NHCH 2 -(pvridazine-2~vn 


F23 


4-HO-pipe 


F55 


NHCH 7 -(pyrimidine-2-vn 


F24 


NHCH 2 CONHMe 


F56 


N(CH 2 CONH,)((CH 2 ),OH) 


F25 


NHCH 2 CONMe, 


F57 


NHCH(Me)CH 2 OH 


F26 


N(Me)CH,CONH, 


F58 


NHCH 2 CH(Me)OH 


F27 


N(Me)CH,CONHMe 


F59 


NHC(Me),CH 2 OH |! 


F28 


N(Me)CH,CONMeo 


F60 


NHCHjCfMe^OH 


F29 


NH(CH 2 >,CONH, 


F61 


3-oxo-pipa ! 


F30 


N(CH 2 CONH^ 


F62 


NHCH 3 CO-T3-H 2 NOC-pipe) 


F31 1 


NHCH(CONH 2 )CH,OH 


F63 


NHCH 2 CO-(4-H 2 N(X:-pipe^ 


F32 


3-H 2 NOC-pipe 


F64 


NHCH(CH 2 OH>, 
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No 


j R 1A 


No 


R 1A 


G1 






4-H 2 N UC-pipe 


G2 


NHPh 




IN nCH 2 C<J-pyiT 


G3 


NHCH 2 Ph 


OOP 


1NHCH 2 C(J^3-H(>»pyrr) 


G4 


NHCH 2 -(2-HO-Ph^ 


ooo 


JNMCH 2 C CJ-(3 -HO-pipe) 


G5 


NHCHr^3 -HOPhrt 


uO / 


K.[LlPU /A ll/\ • \ i 

lNHCH 2 CC><4-HO-pipe) 


G6 


NHCH 2 -f4-HO-Ph^ 


OOO 




G7 


NHCHr^24i>NOC-PM 




NHH3-MeHNOC»Ph) i 


G8 


lWCH^3-H?NOC-P«-rt 


0**U 


NHIH 2 H4-H 2 NQ 2 S-Ph) 


G9 




o*t 1 


NH-(3-Ms-Ph) 


G10 


NH^2-HO-Pli> 




NHCH 2 CO-mor 


G11 


NH-f3-HO-PM 

a^XX \«J AIV I 111 


OHO 


NHCH 2 <o-HO-2-Py) 


G12 


NH-f4-HO-PM 

* ^ * * ^ • X X X X J y 


ClAA 
0*H* 


NHCH2-(o-MeO-2-Py) 


G13 


NH-(2-H,NOC-PM 


G45 


NHCH,-f6-H,NOC-2-Py> 


G14 


NH-(3-H 2 NOC-Ph^ 


G46 


NHCH 2 -(6-cyano-2-Pv1 


G15 


NH^4-H 2 NOC-Ph) 


G47 


NHCH 2 -r6-Me 2 NOC-2-Py) f 


G16 


NH-(CH,),OMe 


G48 


NHCH 2 -f6-H 2 N-2-Py) 


G17 


NH-(CH 3 >OH 


G49 


NHCH 2 -(6-Me 2 N-2-Pv) 


G18 


N(CH 2 CH 2 OPffc 


G50 


NHCH 2 -(6-F-2-Py) 


G19 


NHCH 2 CHfCH 2 OH)OH 


G51 


NHCH,-(6-a-2-Py) 


G20 


N(Me)CH 2 CH,OH 


G52 


NHCH2-(6-Me-2-Py) 1 


G21 


3-HO-pyrr 


G53 


NHCH 2 -(pyrazol-2-Yn 


G22 


3-HOpipe 


G54 


NHCHWpyridazine-2-yn 


G23 


4-HO-pipe 


G55 


NHCHHpyrimidine-2-yl) 


G24 


NHCH 2 CONHMe 


G56 


N(CH 2 CONH 2 )(:(CH,),OH) 


G25 


NHCH 2 CONMe, 


G57 


NHCH(Me)CH 2 OH 


G26 


N(Me)CH 2 CONH* 


G58 


NHCH 2 CH0VIe)OH j 


G27 


N(Me)CH 2 CONHMe 


G59 


NHCCMefeCHMDH 


G28 


N(Me)CH 2 CONMe-> 


G60 


NHCH 2 C(Me^OH 


G29 


NH(CH 2 )2CONH, 


G61 


3-oxo-pipa 


G30 


N(CH 2 CONH 2 Y> 


G62 


NHCH 2 CO-(3-H 2 NOC-pipe) 


G31 


NHCH(CONH 2 )CH 2 OH 1 


G63 


NHCH 2 CCK4-H 2 NOC-pipe) 


G32 


3-H 2 NOC-pipe 


G64 


NHCH(CH,OH)2 1 



[0 0 8 0] 



iHIE# 2004-3047306 



[fE2 7] 



^12 003-123032 



54/ 




No 

H1 



No 



>1A 



NHCH?-(2-Pv) 



H33 



4-H 7 NOC-pipe 



NHPh 



H34 



NHCH,CO-pyrr 



H3 



H4 



NHCH?Ph 



NHCHj-f2-HO-Ph^ 



H35 



H36 



NHCH ? CO-(3 -HO-pyrrt 
NHCH ? CO-(3-HO-pipe) 



H5 



NHCHy(3-HO-Ph> 



H37 



NHCH 7 CO-f4-HO-pipe> 



H6 
H7 



NHCH 7 -(4-HO-Ph1 



H38 



NH-O-Ac-Pht 



NHCHy(2-H,NQC-Ph^ 



H39 



NH-(3-MeHNOC-Ph^ 



H8 



H9 
H10 



NHCH 2 -(3-H,NOC-PM 



NHCHy-(4-H,NOC-Pli) 



H40 



H41 



NHCH^EfrNOiS-Ph) 



NH-(3-Ms-Ptf> 



NH-(2-HO-Plri 



H42 



NHCH,CO-mor 



H11 



H12 
H13 



NH-(3-HO-Ptri 



NH-(4-HO-Ph) 



H43 



H44 



NHCHi-f6-HO-2-Py) 
NHC H 2 -(6-MeO-2-Pv) 



NH-(2-H,NOC-Ph-> 



H45 



NHCH 7 -(6-H2NOC-2-Pv) 



H14 



H15 
H16 



NH-(3-H,NOC-Ph-> 



NH-(4-H 7 NOC-Pht 



H46 



H47 



NHCH 7 -(6-cyano-2-Pv) 



hMCHr^Me2NOC-2-P^ 



H17 



NH-(CH,),OMe 



H18 



NH-(CH7^QH 



H48 



H19 
H20 



N(CH 7 CH,OH>, 



H49 



NHCH,-(6-H,N-2-Pv^ 



NHCH 7 CH(CH 7 OHK>H 



H50 



NHCH ? -(6-Me2N-2-Pv) 



H51 



NHCHyfe-F^-Pyt 



NHCH ? -(6-C1-2-Py^ 



H21 



H22 
H23 



N(Me)CH,CH,OH 
3-HO-pyrr ~~* 



H52 



3-HO-pjpe 



HS3 



NHCH 2 -(6-Me-2-Pv-> 



H54 



NHCH 7 -fpyrazol-2-vn 



NHCH 2 -( pyridazine-2-vn 



4-HO-pjpe 

NHCH 2 CONHMe 



H55 



NHCH 2 -(pvrimidine-2-Yn 



H24 



H56 



N(CH 2 CONH,V(CH 7 ),Om 



H25 



H26 



NHCH?CONM&> 



H27 
H28 



N(Me)CH 7 CONH, 



H57 



N(Me)CH?CONHMe 
NQS4e)CH 7 CONMe, 



H58 



NHCH(Me)CH,OH 



H59 



NHCHjCH(Me)OH 



NHC(MeV>CH,OH 



H29 
H30 



NHfCH^CONH, 



H60 



H61 



NHCH 7 C(Me),OH 



3-oxo-pipa 



N(CH 2 CONH,^ 
NHCH(CONH,>CH,OH 



H62 



NHCH 7 CO-f3-H 2 NOC-pipe^ 



H31 
H32 



H63 



NHCH ? CO-(4-H 2 NOC-pipe) 



3-H 2 NOC-pjpe 



H64 



NHCH(CH,OHV> 
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No 



No 



>1A 



11 



12 



13 



NHCHt-(2-Pv^ 



NHPh 



I33 



NHCH T Ph 



I34 



4-H 7 NOC-pjpe 



I35 



NHCH 7 CO-pvrr 



NHCH ? CCM3-HO-pvrrt 



14 



15 



NHCH 2 -(2-HO-Plit 



NHCHr-(3-HO-Plrt 



136 



137 



NHCH 2 CO-(3-HO-pjpe) 



NHCH,CCM4-HO-pipe) 



16 



17 



18 



NHCHy(4-HO-Ph> 



NHCH,-(2-H,NOC-Ph) 



138 



NHCHW3-H,NOC-PM 



139 



NH-O-Ac-Ph) 



140 



NH-(3-MeHNOC-PM 



NHCHW4-H ? NQ 2 S-Ph) 



19 



110 



NHCH ? -(4-H,NOC-Ph) 



NH-(2-HO-Pli> 



141 



I42 



NH-{3-Ms-Plri 



NHCH 2 CO-mor 



111 



112 



113 
114 



NH-(3-HO-Ph) 



NH-(4-HO-Plrt 



I43 



NH-(2-H,NOC-Plrt 



I44 



NHCHy(6-HO-2-Pv^ 



I45 



NHCH 2 -(6-MeO-2-Pv) 



NHCH T -(6-H 2 NOC-2-Pv) 



115 



NH-(3-H 7 NOC-PM 



NH-(4-H,NOC-Ph-> 



I46 



116 NH-(CH^OMe 



I47 



NHCH 7 -f6-cyano-2-Py) 



I48 



MHCH 7 -(6-Me?NOC-2-Py> 



NHCH^HrN^-Py 't 



117 



118 



NH^CH^OH 



N(CH ? CH,Om, 



I49 



I50 



NHCHyT6-Me 2 N-2-Py) 



NHCH 2 -f6-F-2-P/> 



119 



I20 



NHCH 3 CHrCH,OmOH 



N(Me)CH,CH,OH 



151 



152 



NHCH 2 -(6-Cl-2-Pvl 



NHCHyte-Me^-Pyl 



122 



3-HO-pyrr 



123 



3-HO-pipe 



153 



124 



4-HO-pipe 



154 



NHCH 7 -(pvrazol-2-vn 



125 



NHCHjCONHMe 



155 



NHCH 7 -(pvridazine-2-Yn 



126 



127 



128 



NHOhCONMe, 



156 



NHCH 2 -(pvrimidine-2-vn 



N(Me)CH 2 CONH, 



157 



N(Me)CH?CONHMe 



158 



N(CH,CONH,)((CH,),Offl 
NHCH(Me)CH 2 OH 



N(Me)CH,CONMe-> 



159 
160 



NHCH,CH(Me1QH 



NHC(Me>,CH,OH 



NHCH ? C(MeY,OH 



NH(CH 2 ),CONH, 



161 



-oxo-pipa 



131 
I32 



N(CH 2 CONH,^ 



I62 



NHCH(CONH,)CH 2 OH I I63 
3-H 2 NOC-pjpe | |64~ 



NHCH ? CO-r3-H 2 NOC-pipe) 



NHCH ? CO-f4-H 2 NOC-pjpe) 



NHCHCCH,OH), 
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